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Date of Mailing A 

fv^H 26 SEP 2001 


Applicant's or agent's file reference 
RTSP-0034 


IMPORTANT NOTIFICATION 


International application No. 
PCT/US99/295S9 


International filing date (day/ month /war) 
14 DECEMIiEK mm 


Priority Date (day /inonlli /year) 
21 JULY 1999 


Applicant 

ISIS PHARMECEUTICALS, INC. 



1. The applicant is hereby notified thai this International Preliminary Examining Authority transmits herewith 
the international preliminary examination report ami its annexes, if any, established on Hie international 

2. A copy of the report and its annexes, if any, is being transmitted to the International Bureau for 
communication to all the elected Offices. 

3. Where required by any of the elected Offices, the International Bureau will pivp;irc an English translation of 
the report (but not of any annexes) and will transmit such translation to those Offices. 

4. REMINDER 

The applicant must enter the national phase before each elivted Office by performing certain acts (filing 
translations and paying nat ional fees) within :JO months from the priority date (or later hi some Offices)( Article 
39(l))(sec also the reminder sent by the lulcrualioiinl Bureau with Form 1*CT/II3'301). 

Where a translation of the international application must be furnished to an elected Office, that translation 
must contain a translation of any annexes to the internal ioual preliminary examination report It is the 
applicant's responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable lime limits ami requirements nf the elected Offices, see Volume II of the 
PCT Applicant's Guide. 
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PATENT (XX)l>HHATION THIRTY 

PCT 

INTERNATIONAL IMiKMMIXAKY EXAMINATION HKPOHT 
(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
RTSP-0034 


K)U l ; UKTI II ACTION Notification of Transmittal of International 

Preliminary Examination Report (Form 


International application No. 
PCT/US99/S95S9 


International filing date (day/ month /year) 
14 DKCKMRKK Iijiju 


Priority date (day /month /year) 
21 JULY 1999 


International Patent Classification (IPC) 
Please See Supplemental Sheet. 


or national classification ami IPC? 




Applicant 
ISIS PHARMECEUTICALS. INC. 



1. This international preliminary oxam iiial ion report hits been prepared by this International Preliminary 
Examining Authority and Ls transmitted to the applicant ;uvonliug hi Article 30. 

2. This REPORT consists of a total of sheets. 

j™| This report is also accompanied by ANNEXES, I.e., sheets of the description, claims an&br drawings which have 
been amended and are the basis for this report and or sheets containing notifications made before tliis Authority, 
(see Rule 70.10 and Section G07 of the Administrative Instructions under the VCV). 



These annexes consist of a total of 



sheets. 



3. Tliis report contains indications relating to the following items: 



I 


m 


n 


□ 


m 


□ 


IV 


□ 


V 




VI 


□ 


vn 


□ 


vra 


□ 



citations and explanations supporting sm-li statement 



Date of submission of the demand 
15 FEBRUARY 2001 




Date of completion of this report 
i: SEI'THMHKK jooi 

fl 




Name and mailing address of the ll'EA/L'S 
ConuiitRKiuncr of PabmU muI Tr»uL:iii.irk.s 

Box per 

Washington, D.C. 30231 
Facsimile No. (70S) 30S-S230 



MCOAKUY 
elephone No. (TO:l) ,'JOS-0 1 »<J 



Form PCT/I PEA/409 (cover sheet) (July wu$)t 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/US99/29589 



I. Basis of the report 



1. With regard to the elements of the international application:* 
[x"l the international application as originally Tiled 
the description: 



pages . 
pages . 
pages , 



1-81 



NONE 



, as originally filed 

, filed with the demand 



NONE 



filed with the letter of 



fx] tn e claims: 

pages 82-83 

pages NONE 

pages NONE 

pages 



, as originally filed 

, , as amended (together with any statement) under Article 19 
. filed with the demand 



NONE 



, filed w ith the letter of 



["x] the drawings: 

pages NONE 
pages 



NONE 



_ , as originally filed 
filed with the demand 



pages 



NONE 



| x| the sequence listing part of the description: 

pages 1-1- 

pages NONE 

pages NONE 



filed with the letter of 



, as originally filed 

, filed with the demand 



, filed with the letter of . 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in die following language which is: 

| | the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

| | the language of the translation furnished for the pun\>ses of international preliminary examination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino aeiil sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in printed form. 
[ x| fited together with the international application in computer readable form. 
| [ furnished subsequently to this Authority in written form. 
| j furnished subsequently to this Authority in computer readable form. 

[™| The statement that the subsequent Iv furnished written sequence listing does not go bevond the disclosure in the 
L— I international application as filed has been furnished. 

I The statement that the infonnalion recorded in computer readable form is identical to the wTilen sequence listing has 
1 — 1 been furnished. 

4 | xj The amendments have resulted in the cancellation of: 

E the description, paucs NONE 

the claims, Nos. NONE 

Fx] the drawings, sheels/£g NONE 



5- | | This report has been drawn as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Uox (Rule 70.2(c)).** 
* Replacement sheets which have been furnished to the receiving Office in resjxmse to an invitation under Article 14 are referred to 

in this report as "originate filed" and are not annexed to this report since they do not contain amendments (Rules 70. J 6 

and 70.17). 

**Any replacement sheet containing such amendments must he referred to under item I and annexed to this report. 



Form PCT/IPEA/409 (Box I) (July 1998)* 





International application No. 


INTE RN ATI ON Ah PRE LI MIX A HY EXAMINATION KKIH)I<T 




PCT/US99/295S9 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. statement 

Novelty (N) Claims ±±> YES 

Claims NON'K NO 

Inventive Step (IS) Claims 3. K and \c> YES 

Claims I. ami r-\r, NO 

Industrial Applicability OA) Claims YES 

Claims " ot "' NO 



2. citations and explanations (Rule 70.7) 

Claims I, 2, and 5-15 lack an inventive step under PCT Article 3:»(3) as being obvious over Davis et al (US 5,736,381 ). 
Davis et al disclose a nucleic acid sequence encoding MKK which is the equivalent of the Jun N-terminal kinase kinase of 
the instant invention. Davis et al disclose in column 3. for example that MKK can be targeted by antisense oligonucleotides 
and that these antisense oligonucleotides can lie ahout l"# nucleotides in length. The modification of antisense 
oligonucleotide sugars bases and backbones was well known and routinely done in the art at the time the instant invention 
was made. 

Claims 3, 4 and 16 meet the criteria set out in PCI" Article 33(-J )-(■!■), because the prior art does not teach or fairly suggest 
the specific antisense sequences of claims 3 or + and does not provide sufficient guidance for a method of treating disease 
with antisense targeted to Jun N-termiual kinase kinase. 



NEW CITATIONS 

none 



Form PCT/IPEA/+09 (Box V) (July I9US)* 





INTERNATIONAL PRI2UMIXAKY EXAMINATION ItKPOItT 



International application No. 



PCT/US99/295S9 



Supplemental Box 

(To be used when the spare in any oT the pnsvdin^ Imxes is iml sntTirienl) 
Continuation of: Boxes I • V1TI 



CLASSIFICATION: 

The International Patent Classification (IPC) and/or the National classification are as listed below: 
IPC(7): C07H 21/04; C12N 15/00; C12Q 1/68 and US CI.: 435/6. 91.1. 91.31; 536/23.1. 24.1, 24.5 



Form PCT/IPEA/+09 (Supplemental Box) (July 



